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d.) Remarks. 

Applicant has amended the specification to correct a typographical error, canceled 
claims 21-37, and added new claims 38-53. Support for new independent claim 42 is found 
in the Specification at page 10. Support for new claims 38-41, 52 and 53 can be found at 
least in the examples. Additionally, claims 42-51 mirror claims 1-3, 7-10, and 13-17, 
respectively, but are made dependent on claim 42. Claim 1 has been amended to clarify the 
sensitivity parameters, support for which can be found in the Specification at page 10. 
Specificity has also been clarified in claims 3 and 20, as per the Examiner's request (see 
Specification, page 10). Claim 2 has been amended to disclose the negative predictive 
value of the claimed invention, support for which can be found on page 17 of the 
Specification as well as in Figure 3. Claim 7 has been amended to correct a typographical 
error. No new matter has been added or new issues raised with these amendments and new 
claims. Claims 1-20 and 38-53 are currently pending, with claim 19 withdrawn, with 
traverse. 

Remarks Regarding Claim Objections 

Claim 7 stands objected to for a misspelling of the word "immunological." The 
undersigned thanks the Examiner for catching this error. This misspelling has been 
corrected, and the objection is now moot. 

Claim 19 stands objected to as allegedly drawn to a non-elected species of the 
invention. Applicant has withdrawn this claim, with traverse. The Examiner has imposed 
a further restriction requirement of Applicant's claims. As was previously noted in 
Applicant's prior responses, a Restriction Requirement can only be imposed when there is a 
serious burden on the Examiner to examine the claim. No such burden has been 
established. In fact, no such burden can exist simply because this claim has previously 
been examined, either wholly or substantially. Because the claim was subject to prior 
examination on the merits, there can be no increased searching burden, much less a serious 
searching burden. Applicant respectfully requests that the withdrawn claim be prosecuted 
in this application. 
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Nevertheless, if the species restriction is not withdrawn, Applicant respectfully 
requests that the claim and all other species as defined by the Examiner be examined upon 
allowance of the pending claims. 

Remarks Regarding 35 U.S.C. § 112, Second Paragraph 

Claims 2, 3 and 20 stand rejected, under 35 U.S.C. § 112, second as allegedly 
indefinite. Applicant respectfully traverses this rejection. 

The Examiner has alleged that the term "sensitivity" is indefinite. Although 
Applicant respectfully disagrees, these claims have been amended to clarify the terms as set 
forth in the specification. As can be seen on page 10 of the specification, sensitivity refers to 
the number of patients detected by the method of the invention/number of patients with 
prostate cancer, and specificity defined as true positives/true positives plus false positives. 
Thus, this rejection is moot and Applicant respectfully requests that it be withdrawn. 

Remarks Regarding 35 U.S.C. § 102 

A. Claims 1, 3-6, 11, 12, 14 and 18, are rejected, under 35 U.S.C. § 102(b), as 
allegedly anticipated by Croce et al. (US Patent 5,674,682; "Croce"). Applicant 
respectfully traverses this rejection and all comments made in the Office Action. 

Applicant's claimed method refers to a specific and sensitive method of detecting 
prostate cancer from a single cell in a background of 10 7 cells. No such method is 
disclosed or suggested in Croce. Nevertheless, and solely to expedite prosecution, the 
sensitivity parameters previously in claim 2 have been incorporated into claim 1. As the 
Examiner notes in the Office Action, "Croce et al. do not teach 80% sensitivity of detecting 
PSA, the use of hexamers and oligo-dT primers" (Office Action, page 9). Furthermore, 
the specificity of PCR primers mentioned in Croce is not equivalent to the claimed 
invention's specificity. Thus, this rejection is both overcome and moot. 

B. Claims 1, 4-6, 11, 13, 14, 16 and 18 stand rejected, under 35 U.S.C. § 102(b), 
as allegedly anticipated by Gao et al. (Urology 53: 714-721, 1999; "Gao"). Applicant 
respectfully traverses this rejection and all comments made in the Office Action. 
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Applicant incorporates and reiterates the remarks above regarding Croce, which 
apply equally here. Gao does not disclose or suggest a specific and sensitive method of 
detecting prostate cancer from a single cell in a background of 10 7 cells. The Examiner has 
also stated that Gao does not teach 80-85 % sensitivity and specificity of detecting PSA, and 
the use of oligo-dT primers (see Office Action, page 9). In view of Applicant's remarks 
and the incorporation of claim 2's sensitivity parameters into claim 1, this rejection is 
therefore both overcome and/or moot, and Applicant respectfully requests that it be 
withdrawn. 

Remarks Regarding 35 U.S.C § 103(a) 

A. Claims 1-6, 11-18, and 20 stand rejected, under 35 U.S.C. § 103(a), as 
allegedly obvious over Croce in view of Edelstein et al. (WO 96/21042; "Edelstein") and 
Tso et al. (WO 97/38313; "Tso"). Applicant respectfully traverses this rejection. 

The Examiner admits that Croce does not teach at least 80% sensitivity of detecting 
PSA, the use of hexamers and oligo-dT primers (Office Action, page 9), but alleges that 
these deficiencies are made up for by Edelstein. The Examiner also admits that Edelstein 
does not teach a PSA-specific primer comprised of SEQ ID NO: 3 (Id.) , but alleges that this 
deficiency is made up for by Tso. Applicant respectfully disagrees. 

Applicant already stated that current PSA tests exist but are not sufficiently 
sensitive, specific or consistently reproducible in the specification at page 1. The claimed 
combination of components and steps used by the Applicant yielded the surprising results of 
the claimed invention's high sensitivity and specificity (see Specification, page 6). Further, 
Applicant's claims specifically recite that "synthesizing cDNA from said nucleic acid with a 
set of primers and a Taq polymerase enzyme capable of detectably amplifying a single gene 
in a single cell in a background of 10 7 cells" (emphasis added by Applicant) (see claims 1 
and 20). The combination of references, and Edelstein specifically, does not disclose or 
suggest detection of one cell in a background of 10 million cells. The only mention in 
Edelstein of the background from which Edelstein' s amplification takes place is found at 
page 19 of the Edelstein specification, in which it is stated that "metastatic tissue can be 
detected in a sample at less than one part per 10 4 parts of background." In other words, 
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Applicant has achieved a 1,000 fold increase in the number of background cells from which 
one cell may be detected. No such detection is suggested from the combination of 
references cited by the Examiner, or from Edelstein. The combination with Tso also does 
not suggest amplification in a background of 10 7 cells. Tso merely discloses a ratio of rare 
to non-rare cells of 1: 10 5 which falls decidedly short of Applicant's claimed method. No 
increase in the number of background cells from which one cell can be detected is 
suggested. Thus, none of the references disclose the claimed invention or add anything that 
would suggest Applicant's claimed invention to one of ordinary skill. As is believed clear, 
the combination of cited references does not contain the elements of the claimed invention, 
nor is there any motivation or suggestion for a combination. 

B. Claims 1, 3-12, 14, and 18, stand rejected, under 35 U.S.C. § 103(a), as allegedly 
obvious over Croce in view of Terstappen et al. (US Patent 6,365,362; "Terstappen"). 
Applicant respectfully traverses this rejection. 

The Examiner admits that Croce does not teach isolating epithelial cells using 
immunological methods selected from the group consisting of immunoprecipitation, immuno- 
affinity chromatography, and dynabead enrichment (Office Action, page 10). The Examiner 
further admits that Croce does not teach the immunological technique comprising antibodies 
specific to epithelial antigens selected from the group Ber-EP4 antigen, epithelial membrane 
antigens, epithelial cell-surface antigens (Id., pages 10-11), but alleges that Terstappen 
compensates for Croce's deficiency. Applicant respectfully disagrees. 

The maximum amplification by enrichment of cells disclosed in Terstappen is of 10 4 , 
a 10 3 deficiency from the amplification achieved by Applicant's disclosed method. 
Therefore, the combination still fails to disclose or suggest the very high claimed sensitivity 
presently incorporated into claim 1, on which all of the other rejected claims are dependent. 
Thus this rejection is overcome. 

C Claims 1-6, 1 1-16, 18 and 20 stand rejected, under 35 U.S.C. § 103(a), as 
allegedly obvious over Gao in view of Edelstein. Applicant respectfully traverses this 
rejection. 
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The Examiner admits that Gao does not teach 80-85% sensitivity and specificity of 
detecting PSA, and the use of oligo-dT primers, but alleges that Edelstein makes up for these 
deficiencies (Office Action, page 12). However, there is no basis for this assertion, as 
nowhere in Edelstein is a sensitivity of over 80% suggested, nor is suggested an amplification 
of a single PSA-expressing cell in a background of 10 7 cells. Edelstein's method does not 
achieve the high sensitivity and detectability of Applicant's claimed invention. Therefore, 
the rejection is overcome. 

D. Claims 1, 4-11, 13, 14, 16, and 18, stand rejected under 35 U.S.C. § 103(a) as 
allegedly obvious over Gao in view of Terstappen. Applicant respectfully traverses this 
rejection. 

The Examiner admits that, in addition to the above-mentioned admission that Gao 
does not teach 80-85% sensitivity and specificity of detecting PSA, and the use of oligo-dT 
primers (Office Action, page 12), Gao also does not teach isolating epithelial cells using 
immunological methods (Id., page 13). Although the Examiner alleges that Terstappen 
compensates for Gao's deficiencies for purposes of this rejection, the combination of these 
two references cannot disclose or suggest the claimed invention's sensitivity as clarified and 
presently incorporated into claim 1. Firstly, Terstappen does not suggest a greater than 80% 
sensitivity comprising the number of patients detected over the number of patients with 
prostate cancer. Further, Terstappen also does not disclose an amplification of single PSA- 
expressing cells in a background of 10 7 cells. As it has already been discussed, the maximum 
amplification by enrichment of cells disclosed in Terstappen is of 10\ a 10 3 deficiency from 
the amplification achieved by Applicant's disclosed method. Therefore, the present rejection 
is overcome. 

To establish prima facie obviousness of a claimed invention, all claim limitations 
must be taught or suggested by the prior art. In re Roy , 490 F.2d 981, 180 U.S.P.Q. 580 
(C.P.A. 1974). Obviousness can only be established by combining or modifying the 
teachings of the prior art to produce the claimed invention when there is some teaching, 
suggestion, or motivation to do so found either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art. ACS Hospital Systems, 
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Inc. v. Montefiore Hospital , 732 F.2d 1572, 1577, 2221 U.S.P.Q. 929, 933 (C.A.F.C. 
1984). 

Furthermore, merely providing general characteristics does not establish prima facie 
obviousness. In this regard, the Board of Patent Appeals and Interference in Ex parte 
Obukowicz . 27 USPQ 2d 1063, 1065 (1992), indicated that a statement that provides 
general guidance, and is not at all specific to the claimed invention and how to achieve it 
may make an approach "obvious to try" but it does not make the invention obvious (See 
also, In re OTarrelU 853 F.2d 894, (Fed. Cir. 1988) wherein the court stated "obvious to 
try" fails to make a claimed invention obvious). 

Nowhere in the references is there an indication of success from the combination or 
that the combination proposed would provide superior results as compared to those 
achievements disclosed in the references themselves. Thus, and absent clear evidence of 
motivation, their combination does not suggest the claimed invention. 

Accordingly, for all of these reasons, and all of the reasons set forth in Applicant's 
prior responses, the rejection of claims 1-18, and 20, under 35 U.S.C. § 103 (a), is moot 
and/or overcome and Applicant respectfully requests that it be withdrawn. 

Conclusion 

In view of the foregoing amendments and/or remarks, reconsideration of the 
application and issuance of a Notice of Allowance is respectfully requested. 

If there are any issues remaining which the Examiner believes could be resolved 
through either a Supplemental Response or an Examiner's Amendment, the Examiner is 
respectfully requested to contact the undersigned at the number below. 

Should additional fees be necessary in connection with the filing of this Responsive 
Amendment, or if a petition for extension of time is required for timely acceptance of same, 
the Commissioner is hereby authorized to charge Deposit Account No. 14-1437 for any 
such fees, referencing Attorney Docket No. 8124.003.US; and Applicant hereby petitions 
for any needed extension of time not otherwise accounted for with this submission. 
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400 East Tower 
1300 Eye Street, NW 
Washington, DC 20005 
(202) 659-0100 (telephone) 
(202) 659-0105 (facsimile) 
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